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regarding amending the recitation of related U.S. applications. Specificaly, please delete 
the first line of the specification and replace it with the following sentence: 

This is a continuation of application Serial No. 07/893,610, filed June 3, 1992, 
which is a continuation of application Serial No. 07/675,106, filed March 25, 1991 A which 
is a continuation of application Serial No. 07/441,189, filed November 22, 1989,^1^ is 
a continuation of application Serial No. 07/090,669, filed August 28, 1987, which is a 
continuation-in-part of application Serial No. 06/644,473, filed August 27, 1984^ 



Please delete the current Abstract of the Disclosure and replace it with the 

following Abstract: 

Methods for producing functional immunoglobulin are provided. The 
methods involve transfecting and expressing exogenous DNA coding for the heavy and 
light chains of immunoglobulin. In some embodiments, chimeric immunoglobulins are 
provided having variable regions from one species and constant regions from another 
species by linking DNA sequences encoding for the variable regions of the light and heavy 
chains from one species to the constant regions of the light and heavy chains respectively 
from a different species. Introduction of the resulting genes into mammalian host cells 
under conditions for expression provides for production of chimeric immunoglobulins 
having the specificity of the variable region derived from a first species and the 
physiological functions of the constant region from a different species. 



I A method for producing a functional immunoglobulin comprising a 

heavy chain and a light chain, which comprises the steps of: 

(a) transfecting a transformed mammalian lymphocytic cell with a first 
DNA molecule coding for a first chain of the immunoglobulin; 

(b) transfecting the cell with a second DNA molecule, said second 
DNA molecule coding for a second chain of the immunoglobulin, said second 
chain being a chain other than the first chain and said first and second chains being 
either the heavy chain or the light chain; and 

(c) maintaining the cell in a nutrient medium, so that the cell expresses 
the first and second DNA molecules and the resultant chains are intracellular^ 
assembled together to form the immunoglobulin which is then secreted in a form 
capable of specifically binding to antigen 

wherein prior to step (a) the cell does not express a functional immunoglobulin capable of 
specifically binding antigen. 



For the Examiner's convenience, a copy of the fully amended cancelled claims is 
attached, with the new claim numbers indicated thereon (it is substantially similar to the 
renumbered, re-ordered copy included by the Examiner in the last Office Action.) 
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^97T* A method as recited in claimjl^wherein the cell is transfected via 
protoplast fusion. 

_9S > A method as recited in claim.P©wherein the cell is transfected via 



calcium phosphate precipitation. 

_J$rT A method as recited in claim^wherein the cell is a myeloma cell. 

A method as recited in claimj^v/herein the cell is a murine 



myeloma cell 

/^f . A method as recited in claim^^wherein the cell does not 
endogenous^ produce any immunoglobulin chains. 

\ I JJ^T A method as recited in claim JjOT^ierein the cell is a murin^P^ 



A method as recited in claiip^tf" wherein prior to step (a) the cell 
endogenously produces an immunoglobulin light chain or an immunoglobulin heavy chain, 
but not both. 

A method as recited in claim J£3^wherein the cell is a murine J558L 

cell. J 

J&5^ A method as recited in clainj^wherein the immunoglobulin 
comprises the variable region found in a first mammalian species and comprises the 
constant region found in a second mammalian species, said second mammalian species 
being other than the first mammalian species. 





lper" A method for producing a functional immunoglobulin comprising a 



heavy chain and a light chain, which comprises the steps of: 

(a) transfecting a transformed mammalian lymphocytic cell with a 
plasmid comprising a first DNA molecule coding for a first chain of the 
immunoglobulin and a second DNA molecule coding for a second chain of the 
immunoglobulin, said second chain being a chain other than the first chain and said 
first and second chains being either the heavy chain or the light chain; and 

(b) maintaining the cell in a nutrient medium so that the cell expresses 
said first DNA molecule and said second DNA molecule and the resultant chains 
are intracellular^ assembled together to form the immunoglobulin which is then 
secreted in a form capable of specifically binding to antigen 

wherein prior to step (a) the cell does not express a functional immunoglobulin capable of 
specifically binding antigen. 



x ^JjOTT A method as recited in claim 




lerein the cell is transfected via 



protoplast fusion. 




A method as recited in claimj^ wherein the cell is transfected via 



calcium phosphate precipitation. 




A method as recited in clainv^OCTwherein the cell is a myeloma cell. 



A method as recited in claimu£©9~ wherein the cell is a murine 




myeloma cell. 
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A method as recited in claim 10tfwherein the cell does not 



Ik 

endogenously produce any immunoglobulin chains. 

y I}?. A method as recited in claim LM wherein the cell is a murinep 3 I 

cell. 

<. U^T A method as recited in claim Jj9<f wherein prior to step (a) the cell 
endogenously produces an immunoglobulin light chain or an immunoglobulin heavy chain, 
which endogenously-produced heavy chain is not secreted in a form capable of specifically 
binding to antigen, but not both. 

\ / yrf. A method as recited in claim>re wherein the cell is a murine J558L 

cell. 

^y>. A method as recited in claim >06^wherein the immunoglobulin 
comprises the variable region found in a first mammalian species and comprises the 
constant region found in a second mammalian species, said second mammalian species 
being other than the first mammalian species. 

A method for producing a functional immunoglobulin comprising a 
heavy chain and a light chain which comprises the steps of: 

(a) maintaining in a nutrient medium a transformed mammalian 
lymphocytic cell, said cell having been transfected with a first DNA molecule coding for a 
first chain of the immunoglobulin and a second DNA molecule coding for a second chain 
of the immunoglobulin, said second chain being a chain other than the first chain and said 
first and second chains being either the heavy chain or the light chain; 
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(b) expressing from said cell the heavy chain and the light chain 
functionally assembled together to form said immunoglobulin which is then secreted in a 
form capable of binding antigen; and 

(c) recovering said immunoglobulin wherein prior to being transfected, the 
cell does not express a functional immunoglobulin capable of specifically binding antigen. 

- A method as recited in claim/HVwherein the cell is transfected via 

protoplast fusion. 

" A method as recited in clainjJ^ wherein the cell is transfected via 

calcium phosphate precipitation. ^ 

yg* A method as recited in claim^* wherein the cell is a myeloma cell. 
.. * litt A method as recited in c1aira*W9 wherein the cell is a murine 
myeloma cell. 

A method as recited in claimJ^T wherein the cell does not 
endoeenousMproduce any immunoglobulin chains. 

Y2f£. A method as recited in claimJ^T wherein the cell is a murine^ 1 

cell. 

A method as recited in clairnJJ-6* wherein prior to being transfected 

the cell endogenously produces an immunoglobulin light chain or an immunoglobulin 

heavy chain, but not both. 

Jk&~ A method as recited in claim-423"wherein the cell is a murine J558L 

cell. 




^ > ^^f. A method as recited in claimj^6* wherein the immunoglobulin 
comprises the variable region found in a first mammalian source and comprises the 
constant region found in a second mammalian species, said second mammalian species 
being other than the first mammalian species. 



REMARKS 

Applicants have been advised by the Examiner that the pending November 
18, 1997 Office Action was issued before the November 6, 1997 Second Supplemental 
Amendment reached the Examiner. Applicants have been further advised that the Second 
Supplemental Amendment has now been entered and that the amended claims are in 
condition for allowance. Accordingly, applicants do not herein address the rejections in 
the pending action as they are understood to be moot. 

In accordance with the Examiner's request, applicants have amended both 
the abstract and the recitation of applications in the chain leading to the present 
application. Applicants have reviewed the Examiner's suggested claim renumbering, and 
have amended the claims accordingly. 

Applicants thank Examiner Reeves for her professionalism and cooperation 
in the preparation of this application for prompt issue. 
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If the Examiner has any questions concerning this application, applicants 
request that the Examiner telephone the undersigned attorney at (415) 617-401 1. 



Respectfully submitted, 





(Reg. No. 34,269) 
Attorney for Applicants 

c/o FISH & NEAVE 
1251 Avenue of the Americas 
New York, New York 10020 
Tel.: (212)596-9000 



